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DETAILED ACTION 

Claims 1-57 are currently pending in the instant application. Claims 1-41 are 
rejected and claims 42-57 are withdrawn from consideration. 

I. Priority 

The instant application is a 371 of PCT/US04/17064, filed on May 28, 2004 which 
claims benefit of US Provisional Application 60/474,550, filed on May 29, 2003 and 
claims benefit of US Provisional Application 60/474,502, filed on May 29, 2003 and 
claims benefit of US Provisional Application 60/474,410, filed on May 29, 2003. 

II. Information Disclosure Statement 

The information disclosure statement (IDS) submitted on June 16, 2006 is in 
compliance with the provisions of 37 CFR 1 .97. Accordingly, the information disclosure 
statement has been considered by the examiner. 

III. Restriction/Election 

A. Election: Applicant's Response 

Applicants' species election with traverse of compound 12 in the reply filed on 
March 30, 2009 is acknowledged. The Examiner will group the elected species in a 
group claims 1-41 (in part) drawn to a compound in claim 1 or a composition comprising 
a compound of formula (I) wherein: Z is N, W is O, S, S(0), S(02), N or NC(0)RC; X is 
O, S, S(0), S(02) or NRC; R1 is N=C(Ra)(Rb); all other variables are as defined in 
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claim 2. Tine traversal is on the ground(s) that: (1 )consicleration and examination of all 
the exemplary groups suggested by the Examiner should not impose an undue burden. 

All of the Applicants' arguments have been considered but have not been found 
persuasive. It is pointed out that the restriction requirement Is made under 35 U.S.C. 
121 . 35 U.S.C. 121 gives the Commissioner (Director) the authority to restrict 
applications to several claimed inventions when those inventions are found to be 
independent and distinct. The Examiner has indicated that more than one independent 
and distinct invention is claimed in this application and has restricted the claimed 
subject matter accordingly. 

Applicants' argue that consideration and examination of all the exemplary groups 
suggested by the Examiner should not impose an undue burden. However, the 
Examiner wants to point out that the various groups are classified in different 
subclasses in class 514 or 544. Different search considerations are involved (i.e., 
class/subclass searches, databases searches, etc.) for each of the groups listed. As 
stated above the inventions are classified into various subclasses in classes 514 and 
544. However, each Class 514 and 544 encompasses numerous patents and 
published applications. For instance. Class 514 contained 165,171 patents and 
published applications. Therefore it would constitute a burden on the Examiner and the 
Patent Office's resources to examine the instant application in its entirety. The 
Examiner also wants to point out that Applicants' instant claims lack unity of invention as 
discussed in the restriction requirement which allows for the Examiner to impose the 
restriction requirement. The restriction requirement is deemed proper and made final. 
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Subject matter not encompassed by elected species wliich is now grouped into 
the group claims 1-41 (in part) drawn to a compound in claim 1 or a composition 
comprising a compound of formula (I) wherein: Z is N, W is O, S, S(0), S(02), N or 
NC(0)RC; X is O, S, S(0), S(02) or NRC; R1 is N=C(Ra)(Rb); all other variables are as 
defined in claim 2 are withdrawn from further consideration pursuant to 37 CFR 1 .142 
(b), as being drawn to nonelected inventions. 

IV. Rejections 

Claim Rejections - 35 USC §112 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which It pertains, or with which It Is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the Inventor of carrying out his Invention. 

Claims 1-41 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification, while being enabling for a composition comprising an effective amount of 
a compound of formula (I) or a pharmaceutically acceptable or prodrug does not 
reasonably provide enablement for a solvate or a clathrate of a compound of the 
formula represented in claim 1. The specification does not provide sufficient guidance 
nor does it enable any person skilled in the art to which it pertains, or with which it is 
most nearly connected, to make the invention commensurate in scope with these 
claims. 

As stated in the MPEP 2164.01 (a), "There are many factors to be considered 
when determining whether there is sufficient evidence to support a determination that a 
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disclosure does not satisfy tine enablement requirement and whether any necessary 
experimentation is "undue." 

In In re Wands . 8 USPQ2d 1400 (1988), factors to be considered in determining 
whether a disclosure meets the enablement requirement of 35 U.S.C. 112, first 
paragraph, have need described. They are: 

1 . the nature of the invention, 

2. the state of the prior art, 

3. the predictability or lack thereof in the art, 

4. the amount of direction or guidance present, 

5. the presence or absence of working examples, 

6. the breadth of the claims, 

7. the quantity of experimentation needed, and 

8. the level of the skill in the art. 

In the instant case 

The nature of the invention 

The nature of the Invention is a compound represented in claim 1 or a 
composition comprising a compound of formula (I) or a pharmaceutically acceptable salt 
or prodrug of said compound. There is no teaching of solvates or clathrates of the 
compounds in claim 1 or a composition comprising a compound of formula(l) in the 
specification. 

The state of the prior art and predictability or laclt thereof in the art 

It is the state of the prior art that the term "solvate" found in the claims is defined 
as a compound formed by solvation (the combination of solvent molecules with 
molecules or ions of the solute. It has been estimated that approximately one-third of 
the pharmaceutically active substances are capable of forming crystalline hydrates. 
Predicting the formation of solvates or hydrates of a compound and the number of 
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molecules of water or solvent incorporated into the crystal lattice of a compound is 
complex and difficult. Each solid compound responds uniquely to the possible 
formation of solvates or hydrates and hence generalizations cannot be made for a 
series of related compound (See Vippagunta, et al.) 

The scope of "solvate" is not adequately enabled or defined. Applicants provide 
no guidance as how the compounds are made more active in vivo. Solvates and 
hydrates cannot always be predicted and therefore are not capable of being claimed if 
the applicant cannot properly enable a particular hydrate or solvate. 

The amount of direction or guidance present and the presence or absence of 

working examples 

There is no direction or guidance present in the specification or working 

examples present in the specification are that defines or relates to what solvates are 

being Included in the elected invention. The term "solvates" is discussed on page 15 of 

the specification and reads on the following: 

"The term solvate is a solvate formed from the association of one or more solvent 
molecules to one of the compounds of formula (I), formula (!') or formula (I"). The term 
solvate includes hydrates". 

The term "clathrate" is not discussed in any detail in the specification. 

The breadth of the claims 

The breadth of the claims is a compound represented in claim 1 or a composition 
comprising a compound of formula (I) or a pharmaceutically acceptable salt, solvate. 
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The quantity of experimentation needed and the level of the skill in the art 

While the level of the skill in the pharmaceutical art is high, the quantity of 
experimentation needed is undue experimentation. One of skill in the art would need to 
prepare compounds with various solvents without any direction as to what compounds 
form solvates or clathrates with which solvents. 

The level of skill in the art is high without showing or guidance as to how to make 
solvates of a compound of formula (I) it would require undue experimentation to figure 
out the solvents, temperatures and reaction times that would provide solvates or 
clathrates of the above compounds. 

To overcome this rejection. Applicant should submit an amendment deleting the 
term "solvate" and "clatharate" in the instant claims. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in (1 ) an application for patent, published under section 1 22(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351 (a) shall have the effects for purposes of this subsection of an application filed in the United States 
only if the international application designated the United States and was published under Article 21 (2) 
of such treaty in the English language. 
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Claims 2-41 are rejected under 35 U.S.C. 102(e) as being anticipated by Sun, et 
al. (US 6,858,606) or Ono, et al. (US 6,693,097) or Sun, et al. (US 6,660,733). The 
instant invention claims a composition comprising a product with the formula 



c 



wherein Z is N, W is O, S, S(0), S(02), N or NC(0)RC; X is O, 
S, S(0), S(02) or NRC; R1 is N=C(Ra)(Rb); all other variables are as defined in claim 2. 
The Sun, etal. reference teaches pyrimidine compounds such as 





(See compound 4, column 3) and 
pharmaceutical compositions comprising these compounds. This species of compound 

anticipates the genus compound of the instant invention, wherein the genus structure 
and its definitions are stated above. 

The Ono, et al. reference teaches pyrimidine compounds such as 



.O^ ^fe 




(See compound 12, column 6) and 
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pharmaceutical compositions comprising these compounds. This species of compound 
anticipates the genus compound of the instant invention, wherein the genus structure 
and its definitions are stated above. 

The Sun, et al. reference teaches pyrimidine compounds such as 




(See compound 1 , column 2) and 
pharmaceutical compositions comprising these compounds. This species of compound 

anticipates the genus compound of the instant invention, wherein the genus structure 
and its definitions are stated above. 

35 use § 103 - OBVIOUSNESS REJECTION 

The following is a quotation of 35 U.S.C. § 103(a) that forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
sectioni 02 of this title, if the differences between the subject matter sought to be patented and the prior art 
are such that the subject matter as a whole would have been obvious at the time the invention was made to 
a person having ordinary skill in the art to which said subject matter pertains. Patentability shall not be 
negatived by the manner in which the invention was made. 

Graham v. John Deere Co. set forth the factual inquiries necessary to determine 
obviousness under 35 U.S.C. §103(a). See Graham v. John Deere Co., 383 U.S. 1, 148 



USPQ 459 (1966). Specifically, the analysis must employ the following factual inquiries: 
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1 . Determining the scope and contents of tlie prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

Claim 1 is rejected under 35 U.S.C. § 103(a) as being unpatentable over Ono, et 

al. (US Patent 6,693,097). Applicants claim is a compound selected from the group 



consisting of 




The Scope and Content of the Prior Art (MPEP 52141.01) 



Ono, etal. teaches pyrimidine compounds represented by the general formula: 
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Si. 



■as 




[sgfeCTsd to hesreisafter as NCXR'^a*)]^ aiyl or heleMaryl; 
sacs of. Rj mi R^, iGsfepen&ssUy, is R", SisJogett, aitto, 

togp&cr. is csibonyi; ,R.i. is R", a&csji, sOcjisyl, OR", 
OC(0)R*, SOjR^ S(0)k.% S(O^SfR% SR.', NSl'^l'*, 

COR', a0X5R^ ssf <:^0)MI'^ i& H Of aJqfl; n is 0, i. 
2, 3t 4, S. 03- i5; X is 0,, S(0\ S(Q^, or NR°: Y is a csv^^ 
bead, CHj, C(0). C— N— R', C— N— OR", C— N— SK', O, 
&, S(0), ^Oj), br NR=; Z a N or CH; osie of U and V is N, 
■8L£d sh* D5!S«ris CR-j aiid VV is O, S, S<G:), S(Q^, or 
NQ;o)R'''; as which e&ch of R* and R**,, isdepEsdenlSy, is H, 
£lky^ siyi, he^rcsiyl; scd sa^ of R'' R , iisispcikSGiitSy, 

caiboBfL Note tbat ^« iefi: ajnm m any subs^iuSed 



The prior art reference also teaches the species 




The Difference Between the Prior Art and the Claims (MPEP $2141.02) 
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The difference between tine prior art of Ono, etal. and the instant invention is that 
there is homologous subject matter. For example, the instant compounds have a 
hydroxy group substituted on the pyridine ring whereas the above species in the prior 
art does not have a hydroxy group substituted on the pyridine. However, the prior art 
does teach that the pyridine ring can be substituted with various groups including 
hydroxy. 

Prima Facie Obviousness-The Rational and Motivation (MPEP 52142-2413) 

Applicants are claiming a compound selected from the group consisting of 



Ono, et al. teaches a similar compound to the above second compound in the instant 
application but does not have a hydroxy group attached to the pyridine ring. However, 
the prior art teaches that the pyridine ring can be optionally substituted with various 
substituents including hydroxy (See column 3, lines 29-35). 





. For example, the prior art reference of 
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For example, it is obvious to prepare a pyrimidine compound containing a 
hydroxy-substituted pyridine ring when the art teaches a similar compound wherein the 
pyridine hng is unsubstituted but can be optionally substituted with various substituents 
including hydroxy with a reasonable expectation of success. Therefore, it would have 
been prima facie obvious to one having ordinary skill in the art at the time the invention 
was made to prepare adjacent homologs based on the teachings of the preferred 
embodiments in the prior art. A strong prima facie obviousness has been established. 



Double Patenting 



The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory 
obviousness-type double patenting rejection is appropriate where the conflicting claims 
are not identical, but at least one examined application claim is not patentably distinct 
from the reference claim(s) because the examined application claim is either anticipated 
by, or would have been obvious over, the reference claim(s). See, e.g.. In re Berg, 140 
F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 1 1 F.3d 1046, 29 
USPQ2d 2010 (Fed. Cir. 1993); In re Long!, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 
1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 
F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c) or 1 .321 (d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 
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Claims 1-41 are rejected on tlie ground of nonstatutory obviousness-type double 
patenting as being unpatentable over claims 1-30 of U.S. Patent No. 6,858,606 or 
claims 1-39 of Patent 6,693,097. Although the conflicting claims are not identical, they 
are not patentably distinct from each other because: 

Applicants claim a composition comprising a product with the formula 



S, S(0), S(02) or NRC; R1 is N=C(Ra)(Rb); all other variables are as defined in claim 2. 




wherein Z is N, W is O, S, S(0), S(02), N or NC(0)RC; X is O, 



Determining the Scope and Content of the Issued Patent 



Claim 1 of the issued patent US 6,858,606 is 
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■as 



ki. which DEC cfR" smd is H -o:' elkyl, sisi the otiuT is Biyl 
Of beisKsafyl Ofpidooslly SBbststsite^ wish s** aaJ R'^^; 

R3 Is H, «lkyl, afyl, betesoaiyl, cyciyl, beinocjpid^ or 

js H KE aJkji; 
s is 04 , 2. 3> 4, 5, or 6; 

y covslect bead, CH2, C(0). C— N— R% C— N-^R^ 
C=N_SS^, 0, Sj S(0)j -S{02), or NR=; 

Z is N C5r CHi 

W K O, S, S{0;), S{0-23, NR^, or NC(0)R=j 

in wMch is H, alkyl, aryl, heicrEaryl, cydyl, 

sIkyioxyciLfboayl, aryl-oxycarbofiylj 
lietKcaiyl'Dxycadjcs;'!, h^'droxyalkyl, aJkylamim], or 

Ri is Mlogec, CN., Isydroxylj slkvi, aryl, hctcrcEsyl^ 
sSioxyl, s:rj'lBsyl,, or hsiefet^floxy]; md 

m. i% 0. 1, 2, 3. ot 4. 
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Claim 1 of tine issued patent US 6,693,097 is 

What k dsimtd is: 

1, A ccEspD^ forsnuk (I) 




V 



each of il^ aisd kdspendfiBtly, is R% Isalsgfia, tdi!!a, 
cysnij, lB£j?bKJEiitK3, SR% or OS"; or Rj «Jid R^, takcE 

together, is e^iibQayi 

is R', iiliiifiia,yl, all!n,>-a.vl, OS.', OC(0)R^ SO^R^ S(0) 



Ascertaining the Differences Between the Instant AoDlication and the Issued 

Patent 

The difference between the instant claims and the issued patent's claims is that 
the instant claims are drawn to a composition comprising a compound of formula (I) 
whereas the issued patent's claims are drawn to a compound of formula (I). 

Finding Prima Facie Obviousness 

The issued patent's claims are drawn to a compound of formula (I) which 
contains overlapping subject matter with the compound of formula (I) in the claimed 
composition in the instant application. It has been well established in Ex parte Dourous. 
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163 USPQ 667 (PTO Bd. App. 1968), that it is obvious to add a carrier to an obvious 
compound. Therefore, one of ordinary sl<ill in the art would be motivated to prepare a 
composition comprising the compounds that were claimed in the issued patent since the 
scope already patented falls within the full scope of the instant claims 2-41 . As a result, 
the claims are rejected under obviousness-type double patenting. 

Claims 2-41 are provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 4-33 of US 
Patent 7,470,685 or 2-38 and 46 of US Patent 7,067,514 or 1-25 of US Patent 
6,660,733. Although the conflicting claims are not identical, they are not patentably 
distinct from each other because the instant claims 2-41 provide products which 
generically overlap with the issued patent's claimed products and the issued patent 
provide species in claim 31 in patent 7,470, 685 or claim 46 in patent 7,067,514 or claim 
25 In patent 6,660,733 which anticipates the instant application's claimed invention. 

This is a non provisional o bviousness-type double patenting rejection because 
the conflicting claims have been patented. 



V. Objections 
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Claim Obiection-Non Elected Subject Matter 
Claims 2-41 are objected to as containing non-elected subject matter. To 
overcome this objection, Applicant should submit an amendment deleting the non- 
elected subject matter. 

VI. Conclusion 

Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to Shawquia Young whose telephone number is 571- 
272-9043. The examiner can normally be reached on 7:00 AM-3:30PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph M-Kane can be reached on 571-272-0699. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

/Shawquia Young/ 
Examiner, Art Unit 1626 
/Rebecca L Anderson/ 
Primary Examiner, Art Unit 1626 
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